Aim. Several studies have reported an association between self-reported habitual snoring and diabetes mellitus (DM); however, the results are inconsistent. Methods. Electronic databases including PubMed and EMBASE were searched. Odds ratios (ORs) and 95% confidence intervals (CIs) were used to assess the strength of the association between snoring and DM using a randomeffects model. Heterogeneity, subgroup, and sensitivity analyses were also evaluated. Begg's, Egger's tests and funnel plots were used to evaluate publication bias. Results. A total of eight studies (six cross sectional and two prospective cohort studies) pooling 101,246 participants were included. Of the six cross sectional studies, the summary OR and 95% CI of DM in individuals that snore compared with nonsnorers were 1.37 (95% CI: 1.20-1.57, < 0.001). There was no heterogeneity across the included studies ( 2 = 2.9%, = 0.408). When stratified by gender, the pooled OR (95% CI) was 1.59 (1.20-2.11) in females ( = 12298), and 0.89 (0.65-1.22) in males ( = 4276). Of the two prospective studies, the pooled RR was 1.65 (95% CI, 1.30-2.08). Conclusions. Selfreported habitual snoring is statistically associated with DM in females, but not in males. This meta-analysis indicates a need to paying attention to the effect of snoring on the occurrence of DM in females.
Introduction
Diabetes mellitus (DM) is becoming a major global public health problem. Compared with 1980s, the proportion of diabetes of both men (9.8% versus 8.3%) and women (9.2% versus 7.5%) increased in 2008 [1] . It is worthwhile to note that over 438 million individuals are expected to be at risk of developing DM by 2030 [2] . Besides its high prevalence, growing research also suggests that DM could induce adverse health implication [3, 4] . Similarly, habitual snoring is a common and early symptom of obstructive sleep apnea (OSA) and affects ∼33% of the general population [5] . Snoring has long been considered a nuisance especially for bed partners and brought social burden (i.e., traffic accident and poor school performance) [6] [7] [8] . An increasing amount of evidence has also suggested that habitual snoring might be associated with health-related complications, including endothelial dysfunction, vascular injury, stroke, and cardiovascular diseases [6, [9] [10] [11] [12] .
Many studies have assessed the association between selfreported habitual snoring and DM. However, conflicting results have been reported. Importantly, habitual snoring might help doctors identify individuals at a higher risk of developing DM. Therefore, the relationship between these two common diseases should be evaluated comprehensively.
To our knowledge, a quantitative analysis evaluating the association between self-reported habitual snoring and DM susceptibility is not available. Thus, it is essential to perform 2 Journal of Diabetes Research a meta-analysis to clarify this potential association. The purpose of the current study was to identify the association between self-reported snoring and DM by performing pooled risk estimates.
Materials and Methods
We performed this meta-analysis according to the recommendations of Meta-analysis Of Observational Studies in Epidemiology (MOOSE) statement [13] .
Literature Search Strategy.
To identify studies that assessed the relationship between self-reported snoring and susceptibility to DM, we searched electronic databases systemically, including PubMed and EMBASE in May 2015. No language and human study restriction were imposed. The following combinations of MeSH terms and text word terms were used (snoring or snorer or self-reported snoring) and (diabetes or diabetic or diabetes mellitus or hyperglycemia). We also checked the reference lists of relevant articles that might be appropriate for inclusion in the meta-analysis. The searches were conducted by Drs. Xiong and Zhong, respectively.
Inclusion and Exclusion Criteria.
Studies that met the following criteria were included: (1) studies that evaluated self-reported snoring and the risk of DM; (2) prospective observational, retrospective, cohort, cross-sectional, or casecontrolled studies; (3) subjects without a diagnosis of DM at baseline or who were excluded from the final statistical analysis; (4) odds ratios (ORs) or risk ratios (RRs) and 95% confidence intervals (CIs) which were provided for comparing snorers to nonsnorers; (5) snoring status which was defined using the question "To the best of your knowledge, do you snore now or have you snored previously?" and habitual snoring which was defined by each study; (6) the definition of diabetes which was mainly according to a history of diagnosis made by a physician, fasting serum glucose levels, oral glucose tolerance test (OGTT), or the use of medicine to treat DM. Studies were excluded if (1) it was not a fulltext paper (i.e., no reviews, abstracts, letters, or comments); (2) snoring was not measured using a questionnaire; (3) it analyzed subjects with gestational diabetes mellitus; (4) no variables were adjusted.
Data Extraction.
Two authors (Drs. Xiong and Zhong) extracted the data from the included studies to a standard sheet independently. The data extracted includes the first author and year of publication, country of origin, source of the study, study design, sample size, percentage of female participants, age range, OR or RR with 95% CI, adjusted variables, the measurement used to assess snoring, and the diagnosis of DM. If there were discrepancies in the basic information of the included studies, a third reviewer (Dr. Xu) examined the inconsistent extracted data. If there were additional queries or if further details were needed, the authors of the original studies were contacted via email.
Quality Assessment.
The methodological quality of all included studies was assessed according to the NewcastleOttawa scale (NOS) guidelines (http://www.ohri.ca/programs/ clinical epidemiology/oxford.asp). A study was awarded a maximum of one star for each numbered item within the selection and outcome categories. Therefore, a maximum of four, three, and two stars were given for selection, outcome, and comparability, respectively. More stars indicated a higher quality study. We recognized one star as one score, and the score of each study was presented in Table 1 .
Statistical Analysis.
ORs, RRs, and 95% CIs were used to assess the relationship between self-reported snoring and DM across the included studies. The ORs were transformed into RRs using the formula RR = OR/[(1 − ) + ( * OR)] ( is the incidence of the outcome of interest in the nonexposed group). If an included study reported various adjustments for covariates, the most fully adjusted OR/RR was used in pooled analysis. Heterogeneity was examined using Cochrane tests and the 2 statistic [14] . If betweenstudy heterogeneity existed ( < 0.10 or 2 > 50%), a random-effects model was used; otherwise a fixed-effect model was applied [15] . Subgroup analysis was performed to assess the effect of significant group differences according to gender. Sensitivity analysis was performed to test the robustness of the results by omitting one study each time. Potential publication bias was assessed using Begg's rank correlation and Egger linear regression tests [16] . Unless stated otherwise, < 0.05 was considered to be statistically significant. All the above-mentioned statistical analyses were performed using the STATA software (version 12.0, Stata Corp., College Station, TX, USA).
Results

Literature Search Results.
A total of 497 potentially relevant references were retrieved from the PubMed and EMBASE databases. 31 duplicates were removed. After first reviewing the titles and abstracts, 449 studies were further excluded for various reasons. The remaining 17 papers were reviewed fully, and a further nine reported papers were excluded for evaluating self-reported snoring and gestational DM ( = 5), self-reported snoring and metabolic syndrome ( = 2), and self-reported snoring and hemoglobin A1c levels, glucose, and insulin metabolism ( = 2). Finally, eight studies were enrolled in the qualitative synthesis, among which six were included in the meta-analysis. The detailed search process is presented in Figure 1 .
Characteristics of the Included Studies.
A total of eight studies (including six cross-sectional and two prospective cohort studies) pooling 101,246 participants were included. The mean age of the participants at baseline ranged from 20 to 85 years. The percentage of female subjects ranged from 48.8% to 100%, except for one study that enrolled only male subjects. Three of the included studies were performed in the United States [17, 22, 23] , three were conducted in Sweden [1, 18, 21] , and one was undertaken in each of Finland [19] ) and metabolic syndrome (n = 2 and diabetic markers (n = 2) and Italy [20] . All the included studies were observational and population-based; six were designed as cross-sectional studies, and the other two [1, 23] were prospective cohorts. The follow-up duration of the two prospective studies was 10 years. Three of the included studies got a high score of eight, and the other five studies scored seven in quality assessment. The detailed properties of the studies are summarized in Table 1 .
Pooled and Subgroup Analysis: Snoring and Risk for DM.
In this meta-analysis, we summarized the mostly adjusted ORs and 95% CIs by pooling the six cross-sectional studies containing 28,890 subjects. Of the six studies, one study provided the data in female and male population not the whole population [18] , and the other study provided the data in excessive daytime sleepiness (EDS) and non-EDS snorers [21] . The OR and 95% CI of DM in individuals with selfreported habitual snoring compared with nonsnorers were 1.37 (95% CI, 1.20-1.57, < 0.001) (Figure 2 ). There was no heterogeneity across the included studies ( 2 = 2.9%, = 0.408).
In subgroup analysis of the six cross-sectional studies, only two studies stratified according to gender [18, 20] , and one study was conducted in a female population [21] . In the female population ( = 12298), the pooled OR was 1.59 (95% CI, 1.20-2.11), whereas OR = 0.89 (95% CI, 0.65-1.22) in the male population ( = 4276) [18, 20] . For the two prospective cohort studies, one study [23] was conducted in a female population of 69,852 subjects; the RR was 1.63 (95% CI, 1.29-2.07). The second study [1] was conducted in a male population of 2,504 subjects, and the RR was 1.06 (95% CI, 0.36-3.1) and 7.0 (95% CI, 2.9-16.9) in nonobese and obese populations, respectively. The pooled RR of the two prospective studies was 1.65 (95% CI, 1.30-2.08).
Sensitivity Analysis.
Sensitivity analyses were performed to verify the robustness of the results. These separate statistical analyses were conducted by omitting one study each time. The OR (95% CI) estimates ranged from 1.42 (1.27-1.60) to 1.54 (1.37-1.74). The data suggested that no individual study affected the results in the meta-analysis (Figure 3) .
Publication Bias.
To assess publication bias among the included cross-sectional studies, Begg's rank correlation tests and Egger linear regression tests were performed; the value of these two tests was 0.386 and 0.648, respectively. No asymmetrical funnel plots were found, as shown in Figure 4 .
Discussion
This meta-analysis of six cross-sectional and two prospective cohort studies with a total of 101,246 participants revealed a statistically significant association between self-reported habitual snoring and DM. When stratified according to gender, there was a strong association between snoring and DM in females, but not in males.
Snoring affects both genders, including 23% of middleaged males and 10% of females [24] . Obese subjects have a higher proportion of snoring than do the nonobese general population (45% versus 35%) [25] . Interestingly, the current meta-analysis stratified the studies according to gender, which revealed that females with habitual snoring were found to be associated with DM (OR, 1.59; 95% CI, 1.20-2.11). Conversely, there was no statistical significance in males (OR, 0.89; 95% CI, 0.65-1.22). Two prospective cohort studies also revealed the same phenomenon: RR 1.63 (1.29-2.07) in females and OR 1.06 (0.36-3.1) in nonobese males [1, 23] . The reasons why females who snore habitually are more associated with DM than males are as follows: (1) the average age of women who suffer sleep disordered breathing was older than males; (2) polycystic ovary syndrome (PCOS) is a common condition in premenopausal women (7%); women who have PCOS are more likely to develop into DM and sleep apnea [18] . Other variables such as age and BMI could not be included in further subgroup analysis due to limited data in the included studies.
Currently, many snorers ignore the adverse health effects that are caused by snoring. Although the relationship between habitual snoring and DM has been established, the exact mechanisms for this association have not been elucidated completely. Snoring is a sign of compromised upper airways and OSA and is characterized by the recurrent collapse of respiratory structures during breathing while asleep Begg's funnel plot with pseudo 95% confidence limits Figure 4 : Funnel plot of the association between the self-reported habitual snoring and diabetes mellitus risk. [26] . Nocturnal intermittent hypoxia and hypercapnia might contribute to increased sympathetic nervous activity and increased oxidative stress, which finally lead to insulin resistance [27] . The activation of proinflammatory cytokine production also plays an important role in the progression of snoring-induced DM [28] . Snoring was also closely associated with atherosclerosis and cardiovascular diseases [29] , which might be prone to DM development. Due to these adverse effects, self-reported snoring might be useful as a low-cost and noninvasive indicator during the screening of persons who are prone to DM, particularly in developing countries. Several limitations must be addressed when interpreting the results of the current meta-analysis. First, the evidence in our meta-analysis is based mostly on observational studies; therefore, no inherent causality was addressed. Second, the definition of habitual snoring and the diagnostic criteria used for DM were inconsistent among the included studies; therefore, the misclassification of snoring and DM is inevitable. Third, unmeasured confounding variables could have affected the association between snoring and DM. Although we used the most fully adjusted estimates in each study, we cannot exclude the possibility that other confounders might have affected the association. Fourth, snoring might be an early marker of unmeasured OSA. However, none of the included studies use standard method to exclude OSA. That is to say, whether snoring without OSA might be prone to DM was undetermined. Finally, most of the included studies were cross-sectional, and so additional prospective cohort studies should be performed to explore the etiology of snoringinduced DM. Despite these limitations, this is the first metaanalysis to address the association between self-reported habitual snoring and DM, there was no heterogeneity, and sensitivity analysis revealed that the results were robust.
In conclusion, the current meta-analysis pooled eight studies and revealed that habitual snoring was associated with DM. However, it remains unclear how much of the susceptibility could be attributed to OSA. Additional well-designed studies with a larger sample size are warranted to validate these findings.
